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[|#|10] IL-1, TNF-a, IL-2, IL-6, IL-8, 
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1 5 ] TSB©v*-rna* i -Dammit 



N- [3- [4- (5, 6-*;* 3 1 , 4-'<>V r 3r/> 

N- [3- [4- (5, 6 b^ri/- 3 1 , 4-K>y*3f7> 
N- C3- C4- (5, 6 -is* h*ris- 3 -*^;t/- 1 , 4-/<>^/dp/> 

- 2--r;i.^^;b) 7x-;i/] ^n^-;i/] ^rt^;^* y > s -s?*-3p$/K 

N- C3- [4- (5, 6 h*is~ 3 1 , 4-/<>l/3r/> 
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T'^y ; n^2©IM6, W16, 21, 2 2 * 2 3 &CfH*tf>T N 
F — a |4»«li„ 

[|f#^2 5] IL-1, TNF-a, IL-2, IL-6, IL-8, 
iNOS, 0*ft3#:3n— -JfeJiKB^ ^>^-7xU>-r, ICAM-1, V 
CAM- 1 , ELAM-1, -J^Zk^ J ->fyy V'rJ ^- # -PIM^- 1 , £ 

flsB, i^C4, c-myc, HIV, HTLV-1, SV40, CMVfeilF 
IBISre&SSWgl 6 — 2 4 ©V%-fn;fr 13gtC3B<8©TN F- al4W„ 

[»^^2 6] 4&m&&m<D^ffi$.t~izmmmT*2bz>m$imi 6 — 24© 

[»#^2 8] ^^^l/Xtt^S^^E&^fe^^T^^a^^l 6 — 2 
4 (D^-fftfr 1 ^lCfB*©T N F — a m&WWM. 
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Mt LT£-£f££*l&2>\ NOSte. %3ti©7>fyf>fA (fl^M (bNO 
S) . J&^ft^M (eNOS) , (iNOS) ) ©#&#5tf8£ *lT 

(Moncada, S. and Higgs, A. (1993) N Engl J Med 329, 2002-2012) „ i NO 

tiCi:^. mte*i>mm2tl*<7)ftmtfm&>t>n2>£olZteZ> (Forstermann, U 
Gath, I., Schwarz, P., Closs, E.I. and Kleinert, H. (1995) Biochem Ph 
armacol 50, 1321-1332 ) „ 
[0 0 0 3] 

i nosh m*MjtxikfeWiMizj:-3Tmm2tiz>zL ttfmgztiT&v. 
*<Dmmft&&&&^<Dmm*mftmmz®$ktf%>2> z. a v>& (catt 

ell, V. and Jansen, A. (1995) Histochem J 27, 777-784, Nussler, A.K. and 
Billiar, T.R. (1993) J Leukoc Biol 54, 171-178 ) „ 

mmm. bm$& #c«. &&&m<t&. «x>jf7 h--?*, 

^^7-^>A ! in v i v ofili^S:^lfc3t^ig$tlt^S (Mo 
ncada, S. and Higgs, E.A. (1995) Faseb J 9, 1319-1330 ) „ ££NOS|SW 
itfeSL-N- : E;^f^7;i/=?->H lSMJL£M:Stt#§fiV^, Ml^lC 

#f5JSt;b*lTl*S (Moncada, S. and Higgs, E.A. (1995) Faseb J 9, 1319-133 
0 ) . 
[0 0 0 4] 

i NO Stf>7 y ^7? h y'^^$:MVNfe||J^T*«. fifcjfiL&^jb^y— > 
IC J:S|fe&JC *&#ttt#a*3 *lT i NO S 3 £ te3 *l <b(Z> 

^li©IHt^5i^!!)^^*^^:otV^S (Wei, X.Q., Charles, I.G., Smit 
h, A., Ure, J., Feng, G.J. , Huang, F.P., Xu, D., Muller, W., Moncada, S. 

and Liew, F.Y. (1995) Nature 375, 408-411) „ 

[0 0 0 5] 

z.om\^ i no smmmm^mmt.^^xm±^ti^mm^NOit. jEnm 
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mzmm*^^ a^<Z)^ffi$r§l^jg3-rt#X.e>tlSo — eNOS^bN 
O S i:^$n-5^fi!JlC#^E-r-5>NO S (cNOS) lfilJE<D_L#$:#]ftlU 
*|J#-tSfc«?)lC^T*^)So ^CDfclto c NO SCZ)?£1££ll*-&i% iNOS(C# 

#fc&cm2Ji^;££ftT^&V^#^t£T*&£ (Ogden, J.E. and Moore, P.K. 
(1995) Trends Biotechnol 13, 70-78, Manning, R., Jr., Hu, L. , Mizelle, H 
.L., Montani, J. P. and Norton, M.W. (1993) Hypertension 22, 40-48 ) „ 
£ [0 0 0 6] 

V>& (Sou than, G.J. and Szabo, C. (1996) Biochem Pharmacol 
51, 383-394) 5fc£-h#J&:4$ Utt**^ «!£3!fH:jL V^ffi $ tlT V* 
[0 0 0 7] 

h^XO— IT', lfcj!mtf>M^fc*-rtf x-^-i: L-T#A £>*XT (Vassal 
li, P. (1992) Annu Rev Immunol 10, 411-452) „ T N F - a ©jfiJWjg^ttlEfit 

Muto, Y., Nouri-Aria, K.T., Meager, A., Alexander, G.J., Eddleston, A.L. 

and Williams, R. (1988) Lancet 2, 72-74, Sharief, M.K. and Hentges, R. 
(1991) N Engl J Med 325, 467-472) „ 

[0 0 0 8] 

iD#B#>£>*l"CV^* (Tetta, C. , Camussi, G. , Modena, V., Di Vittorio, C. 
and Baglioni, C. (1990) Ann Rheum Dis 49, 665-667, Venn, G. , Nietfeld, J 
.J., Duits, A.J., Brennan, F.M. , Arner, E. , Covington, M. , Bi 1 1 ingham, M 
.E. and Hardingham, T.E. (1993) Arthritis Rheum 36, 819-826 ) „ T 
NF-a^C>tf■r*«l#ttfifiJ*«»^CfeV^T^S6tt««a%S4^TV^S (Elliott, M.J 
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., Maini, R.N., Feldmann, M. , Long-Fox, A., Charles, P., Bijl, H. and Wo 
ody, J.N. (1994) Lancet 344, 1125-1127, Elliott, M.J. , Maini, R.N., Feld 
mann, M. , Kalden. J.R. , Antoni, C. , Smolen, J.S., Leeb, B. , Breedveld, F. 
C, Macfarlane, J.D., Bijl, H. and et, al. (1994) Lancet 344, 1105-1110, 

Rankin, E.C. , Choy, E.H. , Kassimos, D. , Kingsley, G.H., Sopwith, A.M., 
Isenberg, D.A. and Panayi , G.S. (1995) Br J Rheumatol 34, 334-342 ) „ 

[0 0 0 9] 

, tfCTN F- attmZ?ftb<D&B<D&.m%)%:tfM-&>btlT^Z> (Vincent, J.L 
., Bakker, J., Marecaux, G. , Schandene, L. , Kahn, R.J. and Dupont, E. (1 
992) Chest 101, 810-815, Hinshaw, L.B., Tekamp-Olson, P., Chang, A.C., L 
ee, P. A., Taylor, F. , Jr., Murray, C.K., Peer, G.T. , Emerson, T. , Jr., P 
assey, R.B. and Kuo, G.C. (1990) Circ Shock 30, 279-292 ) „ 

mmmtzz.t.tfmbfriitev. tn f - a (Dm^numo^m^m^tix^^ 

(Nyman, U. , Mussener, A., Larsson, E., Lorentzen, J. and Klareskog, L. 
(1997) Clin Exp Immunol 108, 415-419) 0 
[0010] 

ZL(DMIZ i NOS^TNF- a Mu i^^^^IHffl-ot'feSZliltt^il 

£*itv^,, LfrL&#e>, j etia^©#< <D*tJ JCggLTtj. 

[001 1 ] 

?©-ot'fe5. JESM&'f >#-n^f3r>- 1 (IL-1) ^TNF-ai: 
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flJtCiB'&U m*<DMfc?-<D$&mizm J 3--tZ> -fc^lC&S (Blackwell, T.S. and 
Christman, J.W. (1997) Am J Respir Cell Mol Biol 17, 3-9) „ 
[0 0 12] 

iNOSfeJ:I>*TNF-a$:3- Kt4l€?H ^<I^SieK*fe6)!)' 

IC&oTV^ (Jongeneel, C.V. (1994) Prog Clin Biol Res 388, 367-381, Xi 
e, Q.W., Kashiwabara, Y. and Nathan, C. (1994) J Biol Chem 269, 4705-470 
8, Nunokawa, Y. , Oikawa, S. and Tanaka, S. (1996) Biochem Biophys Res Co 
mmun 223, 347-352 ) „ 
[0013] 

NF-ic BlC<fcoT 383111 giS£:SttT^£«^-te:> iNOS^TNF-at: 
IL-1, IL-6, I L- 8&£ftf)|£^4£-9--f h # ><J\ IC 
AM-1, VCAM-1, ELAM-l&¥(DfflM1gMm*teE<Dft&i£mfcJ& 
lCW#i"£ : &©^#<l§#>£> : ft"CV'*£ (Collins, T. , Read, M.A., Neish, A.S. 
, Whitley, M.Z. , Thanos, D. and Maniatis, T. (1995) Faseb J 9, 899-909) 

NF-/cB0Wit i%m(Dmm-&&zfmmm?-£L LxmrnztiT^z (Baeu 

erle, P. A. and Baichwal, V.R. (1997) Adv Immunol 65, 111-137) „ 
[0 0 14] 

HIV, HTLV-1, CMV, 7 ?J V >{ ifte^iMlCfctf 
SNF - jc B ?:^ttfbtSZ:i:*Wi^$tlT^5 (Dezube, B.J., Pardee, 
A.B., Beckett, L.A., Ahlers, CM. , Ecto, L. , Allen-Ryan, J., Anisowicz, 
A., Sager, R. and Crumpacker, C.S. (1992) J Acquir Immune Defic Syndr 5, 
1099-1104, Nabel, G. and Baltimore, D. (1987) Nature 326, 711-713, Faze 
ly, F., Dezube, B.J., Allen-Ryan, J., Pardee, A.B. and Ruprecht, R.M. (1 
991) Blood 77, 1653-1656, Munoz, E. and Israel, A. (1995) Immunobiology 
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193, 128-136) „ N F- k B Ofg^bJC «fc o T-tOte^^tStt^S tl, *? 4 to* 
[0 0 15] 

[0 0 16] 
[0 0 17] 

£fte>©ffi*feffiag#i«JS*T?NF- /c BC^tttofcOTtJ-r^^fg^- 
cStlTV'*-?) (Auphan, N. , DiDonato, J. A., Rosette, C. , Helmberg, A. and Ka 
rin, M. (1995) Science 270, 286-290, Shackelford, R.E., Alford, P.B. , Xu 
e, Y-, Thai, S.F., Adams, D.0. and Pizzo, S. (1997) Mol Pharmacol 52, 42 
1-429, Bitko, V., Velazquez, A., Yang, L., Yang, Y.C. and Barik, S. (199 
7) Virology 232, 369-378) „ <b <D4k^%it, &m^*)t~Z> 

[0 0 18] 
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mtlsTO^M&tfBZtlT^Z (Suzuki, K. .Tatsuoka, T., Murakami, T., I 
shihara, T. , Aisaka, K. , Inoue, T. , Ogino, R. , Kuroki, M. , Miyazaki, T. , 
Satoh, F. , Miyano, S. and Sumoto, K. (1996) Chem Pharm Bull 44, 139-144 

[0019] 

m m b «fc e> t -r z mmi 

£ *mm&. N F- /c B««?SttftS*lS©«:«IffiI"r*i^JCJ:oT, NF-kB 

[0 0 2 0] 

[ffJB £ £ fe * © 

^ NF- « B3y?S^4'ffcS^^*fi>S:tII1W"rs«^^BtK:■^v^T«*WSftS: 
MfcfcfcS*. (i) x^^^iS'O^^ ; b < ttf ©t KD 

f&fc*.. «fc<D-«5£ (I) : 



[0 0 2 1] 
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mmzmmisn&t&^tfi&ft t-r sn f - « Bissau fc^tfrn^^'ft 

*l & I L - 1 , TNF-a, IL-2, IL-6, IL-8, iNOS, IgUS 

«nn--MS^ >f>*-7in>-7, icam-i, vcam-i, e 

LAM— 1 , iHHII^Mi'^^I, £M^^/UK^*5^IK /3 2 
i/J-ffy. *f#B, i#C4, c-myc, HIV, HTLV-1, SV40 

[0 0 2 5] 

mm^<DmmiZmV> 3*l£teIL-l, TNF-a, IL-2, IL-6, I 

L-8, iNOS, JBffiJ*=in---*f»H : ?\ ^*-7in>-r, ICAM 
^ -1, VCAM-1, ELAM-1, 7 ^ ^ - 4*>7 V *r J ^~ * -RISE 

?a^n:/y>, Affi^n^'j>6ft, liT^n^fKA, y>s?;*-r>w - 

*f#B. i#C4, c-myc, HIV, HTLV-1, SV40, CM 

v£<fctf77V tf-f 1 £fcte2j^_Lcz>^sicD»te^ 

[0 0 2 6] 

— JSS^: (I) T*fo 3 *lS L<tt*0fc kd*; 
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[0 0 2 7] 

^S#^tcfF^L^^^i: Itll «Mfc, V>Wt 
[0 0 2 8] 

^;tft. R 2 , R 2 fc<fctfR 3 tt#*Sfc£K:, zKJRJK^ l ~ 5 ©t;v^p 

x^;k yntf;i/, >fy7°D^ >f v^f;K sec-:/ 

tert-:/^;K v^>f ;k ^^-^>^;i/> tert- 

R 2 £ LTtezKfiiM^ **;i/aSS^tt:* h*S'3S#&W r £>*u R 3 i: b 
T zKfitil^ £ te * 5=- JVm ifi & If ti Z> . 
[0 0 2 9] 

v^Mi:bT^iR 1 , R 2 fei:^R 3 fcov^UfBUfcfcOtf&tf x 
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, i-coor 5 r 5 itTkmm*. mmm.i~6<DT)i<*)im. 

^;i/^£^-T) . i-CONR 6 R 7 (^tf 3 , R 6 £<fctfR 7 l&iLlZftm 
!4£3*3S&a***") ^fcli^-CONRg R ? (5$^ R 6 fc<ktJ t R 7 tt^tl^** 
[0 0 3 0] 

WJiibT, R 5 ©^$ti~6<z>7;i^^£LT&;*^;i/> ^ 
□ tf;K ^rv^nif;b, >fy^f^, sec-:/^;K tert-^ 

>f y^>^;k ^t^>f;K tert-^>f;i/S:i:'©^i^ 

y°u \^)vmt)^\-fhm> B 

[0 0 3 1] 
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WfLi** z-ifv 3 - tf y 2 - try ^ 

2 --f ^ #VU;i/*^;i^ 2 - tru ^x^;Hi % 3 - n°y ^;i/:r^;i/ 

[0 0 3 2] 
[0 0 3 3] 

u e>&7^;i^;i/»&H*^3gii*ifc i 

~ 2 fli<Z)fi#yj| b"t V^T =b <fc V\ 

[0 0 34] 
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[0 0 3 5] 
lit 1 8 ] 

-hQ^ch=ch- 

X CH=CH- 

[0 0 3 6] 
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[0 0 3 7] 
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[0 0 3 8] 

N- [3- [4- (5, 6-$;;* S/-3 1 , 4-'Ol/*y> 
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N- [3- C4 - (5, S?*h*Ss- 3 1, A-Ky-J^jy 

N- [3- [4- (5, 6 -P* h*rts- 3 1 , 4-^<>l/^py> 

N- C3- [4- (5, 6 -V* h^r£/- 3 1 , 4 - > :/3r >> > 

- 2 ->f 7i-;i/) y°u\^Or—M ^^r^^y^t^ys-V^r^-v^ 

N — [3- [4- (5, 6 3 1 , A-Ky-J^-jy 

N- [3- [4- (5, 6 -i?* h*ri/~ 3 1 , 4-^>l/3fy> 
[0 0 3 9] 

N- [3- [4- (5, 6 b=5ft/- 3 1 , 4-^>l/^y> 

- 2 ->f 7x— ;u] y°u¥*—;v~\ >fy^nw^>. 

N- [3- [4- (5, 6 -V* Y^V- 3 1 , 4-/Oydpy> 

N- [3- [4 - (5, 6 h^ri/- 3 1 , 4-/<>^;> 

N- [3- [4- (5, 6 -if* h**s- 3 1 , 4-/<>^/^ry> 

- 2 -^f;i/^^-;i/) 7i-;i/] ^nbf^-^;i/] :7a:*^;i/r ^ 

N — [3- [4- (5, 6 h3fiy- 3 1 , 4 - 3r>> > 

- 2 ->f 7iuy) r^un-r;i/] =e^/7*u>, 

N — [3- [4- (5, 6 b*ris- 3 1 , 4-/Ov^y> 
[0 0 4 0] 

N- [3- [4- (5, 6 -V* b*i/- 3 1 , A-Ky-J* J y 

N- [3- [4- (5, 6 h3ri/- 3 1 , A-Ky-J^jy 

2 3 ffilE#^ 11-3033225 




N- C3- [4- (5, 6-2?* h*$/- 3 1, 4-'OV>/> 

- 2 ->f;i/*^;i/) 7iiM r^yn>r;b) >f yy*n b?;i/T ^ 

N- [3- [4- (5, 6 - h3fS/~ 3 1, 4-W*;> 
N- [3- C4- (5, 6 3 -*^;i/- 1 , 4-/<>V>7> 
N- [3 - [4 - (5, 6 -V* h^rS/ - 3 -*^;i/- 1 , 4 ^ > 

- 2 ->f 7^— t^udw;i/] y :t*^;i/y ^ >, 

[0 0 4 1 ] 

3- (4 - (5, h^i/-3 1 , 4-/<>^;>-2- 

-f;i/^^;i/) y:n— ;u) ynif:*:y&, 

3- [4- (5, 6 h*S/-3 1 , 4 -'Oy^py >- 2 - 

2, 3 - 6 5 -*^;i/- i , 4 -'Oy^y 

3- [4- (5, 6 -S?* h*cis~ 3 1 , 4-^>y*;>-2- 
3- [3- (5, 6 -i/* 3 1 , 4-^<>y^r/>-2- 

3 - [3- (3, 5, 6 - MJ*^/U- 1, 4-/<>y^r7>-2 — Ol/*^- 

;v) 7ii/i/) y?y;i/gL 

3- (3- (3, 5, 6-b'J^f;i/-l, 4-^<>y^7>-2 — Ol/*^ 
[0 0 4 2] 

3- [3- (3, 5, 6-hD*^;i/-l, 4 -Ky^/^J y- 2 -Jh*^ 

7iUb) 7°n 

N- [3 - [3 - (3, 5, 6-h'J^f;i/-l, 4-'0!/*;>-2->f 

7ii;i/) y°nif^-— jv) ^ivyxvy. 

1- (3 - (3 - (3, 5, 6-h'J^f;i/-l, 4 -"OV**/ 2 ->f 

2 4 1 1-3033225 





1 0 — 0 9 2 4 



2=; > ■? » j 



7i-ib) ZfUtt — )^ ~ 4 -*-?)W<? 
4- [3- (3, 5, 6-h'J^f;i/-l, 4-/Ol/*;>-2->f^f 

3- [3- (5, 6 -P* h*rts- 3 1 , 4-^>^;>-2- 

3- [4- (3, 5, 6-S'J^f;i/-l, 4 >~ 2 -JJV*?- 

[0 0 4 3] 

3- [4- (3, 5, 6-N'J^fjl/-l, 4 -^>^; >- 2 ~4)\s*?- 

3- [4- (3, 5, 6-h'J^f;i/-l, 4 -*<l/\?-*?J > - 2 ->f 

4- [4- (3, 5, 6-h'J^f;V-l, 4 -/0!/3p^ >~ 2 --f 

#^Bg6 2- 2 8 6 9 4 9 fcteChem.Pharm.Bul 1. , 44(1), 139-1 

44 (1996) izmm<DJim&&Ty : znbizmvttmz'&^Tm&'z%z>o 

[0 0 4 4] 



ttifiEiff^ 11-3033225 




10 — 092 




[-fb 2 13 



-o- 




-o- 



CH-CH- 




CH'CH- 



[0 04 5] 

(ID : 



[0 0 4 6] 



[ft; 2 2 ] 




ffiSE4t¥ 11-30 




[0 0 4 7] 
[ft 2 4 ] 




— CH 2 



O— CH 2 




CH2CH3 
OCH2CH3 



5£ (IV) : 
[0 04 8] 
[ft 2 5] 



OR 8 




OR 8 OH 



(IV) 



(iStfJRj , R 2 , R 3 , R 8 jJ3«ktfR g 
ft-&%&#&ri:««Tgs.- ft-^% (IV) 



2 7 fflfl*#¥ 1 1-3033225 



4$ 3£ 10 — 09243 



T-fe h>«[>f T'flBTir^-JWtSiS&fi^Zl^Ci y. (V) : 

[0 0 4 9] 
[ft 2 6 ] 

QR 8 

Rr 

GHO 




OR 8 OAc 



(V) 



(^tpRj , r 2 , r 3 s<fct>*R 8 tti&fB£ll©jiy"e&&) T-^*5$ti€>r;i/ 
ft Kits. i©7^ft kc h yif ^*x*;7tf - ho^-r f-f t ( 

Wi t t i g) »3K&«U83i*\ se.lch'J^^e/ 1 J^h , J7MD^*>7 
(j^TTMS OT f i: «&•*-) fcif©lftftMiE©##T"e h U if^S/ 
5>J&^©*7cJ9«:ffl^T3t7t:RlSS:ffe).c:4:»C«fcy--««: (VI) : 
[0 0 5 0] 
[ft 2 7 ] 

OR 8 

I II \ -n— :CH=CH-C0 2 C 2 H 5 
OR 8 

(VI) 



(^cpRj , R 2 , R 3 fcitfRg ttttr8B£*©$i »J T?&£) T?*;fo3*i&ft-£ 

ftSftiit^Tts. ft#* (vi) $:^lSfflv^e>tl^^^T'^^lI7K^-r^*\ 

2 Mcx*T-;Mt££&r^ KftS/Stc-W-rziiiJc^y-jRaS: (VII) : 

2 8 tfilE^ ¥ l 1-303 



10—092431 



[0 0 5 1] 



Ut2 8] 




OR 8 



CH=CH-R4 



OR 8 



(vn) 



c^t^Rj , r 2 , r 3 &j:tfR 8 itmmfem&mv -e. r 4 it^^^-Mt^t^ 

[0 0 5 2] 

■K-fb-rSvi^Jc^y-jK^; (i a) : 



(^cfiRj , R 2 , R 3 £<fctfR 4 ttirfiBJt^CDii'J T*^t)$ 
WO-fb^&^Siil^TS*. ^ (I a) rfi©R 4 ##;i/^=af 



[ffc2 9] 




(la) 



miE#¥ 1 1-303 



10—092431 



[0 0 5 3] 

mu^rnxm^-m^, cvn xmt>2tizit&m&mn<Dj5mz&*j&Mm. 

<fcV-^ (VIII) : 
[0 0 5 4] 



(^;cfjR 1 , R 2 , R 3 , R 4 33<fctfRg tiltrfH^©il i ;TfeS) Xmt>£ft 

ZltStyft'tZ* m^X^t^ (VIII) SrCANT'^b-T^^illCj; »J— JK^S ( 
I b) : 

[0 0 5 5] 



[ft3 0] 




OR 8 



OR 8 



(vni) 



[ft 3 1 ] 




CH2CH2"R4 



(lb) 



(^;n|3R 1 , R 2 , R 3 J3<kt>*R 4 tefufB^©7iUT*&6) T*3i*> 2 *i5##§ 

3 0 11-30 



10 — 092431 



[0 0 5 6] 

iSilFMitlt^T'feS. Atti&tctt, Mx.l£> NO^TNF-a^ii 
Wg£lcj@B3-£3£*U 96uk&i/av9. SE^ttBB®^ ttttWflSU* 

thTffljgam mm&. imm%m. g-mvtmtm. *-**vbm 

[0 0 5 7] 

oT5S3trf *::£#t?#*. «*3M?K:«5ftrr*£ t^T'tSiMi: Hit ft 

[0 0 5 8] 

3 1 ffifESf 3 ? 11-303 






4#¥ 1 0 — 0 9 2 4 



Ttt, lBlCOtHjO. 0 1~10 0mg, UiL<tt*SlO. 1 ~5 Omg, J: *J £F 

<Z>I§-S\ -IS^lC^AtCfeVNTti, 1 BIZ-DgffiO. 0 0 1~5 0ngiE »t 
L<li^0. 01-25mgiH, J:»;#* U< fcM&O. 1-1 0nglI5:iIt 

[0 0 5 9] 

N F — /c Bia«»*tt, N F- k B<DffimtlZ&^TfflWZtlT^Z>iAfc^-<Z> 
UT^>SJ;^i:, I L - l^>TNF-oftif©t^ h#>f T*#W 

s * > a v ?r* & iicsi * b < fctrasswicajjfe -r £ z. n t-m^ ^ t #-e ^ 

[0 0 6 0] 

;i/ IC £ ^ T N O T N F - a <dM£. £ *PM1" 6 - £ tfMlfo-Z & £ ^ £ $ 
*lTV»£ (Filion, M.C. and Phillips, N.C. (1997) Br J Pharmacol 122, 551 
-557, Tsao, P.W., Suzuki, T. , Totsuka, R. , Murata, T., Takagi, T. , Ohmac 
hi, Y., Fujimura, H. and Takata, I. (1997) Clin Immunol Immunopathol 83, 
173-178, Cuzzocrea, S., Zingarelli, B. , Hake, P., Salzman, A.L. and Sza 
bo, C. (1998) Free Radic Biol Med 24, 450-459 ) „ ££>IC. Mtfo&ltegi&lZ 

3 2 11-3033225 



#32 1 0 — 0 9 2 4 3 y l 



[0 0 6 1] 

#-^tc«, NF-tBofn-f mMzm-tzDNAtfmmmzmM-? 

Z>Z£tfm£tlT^Z> (Sawa, Y., Morishita, R. , Suzuki, K., Kagisaki, K., 
Kaneda, Y. , Maeda, K., Kadoba, K. and Matsuda, H. (1997) Circulation 96 
, 11-280-284; discussion 11-285 ) (DX\ ZLCDmte^frMty&l&lk&'bgkB 

[0 0 6 2] 

mmm 1 . 3- [4- (5, - 3 1, 

111 . 2- {4- (bKn»S/-'(2, 3, 4, h^r->-6- 

if^7i-^) *^)V\ -7 31— -i, 3-$/>r^y^> 

[0 0 6 3] 

2, 3, 4, 5-fh7^b^ri/-6-^fM>X7;i/ft K (5. 03g 
. 2 0. 9 4 mmol) 0THF (200 ml) ?g?£{C. MT, 2 - ( 4 — ~fXl ^ "7 
:n~;b) -1, 3-^^rV7> (12. Og, 5 2. 4 mmol) tV^^/^A 
(1. 40g, 57. 6mmol) ^e,Mi^Lfe^V-T-;i/K^$:MTL, gfit 

4^ramr#L^o HMSrzMc&tt, x-^;i/flifflLfe 0 mtamtykm. nmi; 

: gf^X^;i/=3 : 1) T*«SgU =^M>fb^ (7. 80g, 2 0. Ommol) £ 

3 3 ¥ 11-303 




/}f 5p. 10 — 092 




[0 0 6 4] 

X3§2 . 4- [71zb*S/- (2, 3, 4, 5 --T- b^* h*^- 6-*^JV 

7x-;i/) /<>X7^fnK 

X5g 1 T'ff ( 7 . 8 0 g, 20. Ommol) £j&>fb ^ ^ 1/ > ( 3 0 0 ml 

) IC*»U a&K»B& (6. 12g, 6 0. Ommol) „ kfij^> (4. 7 4g, 
5 9. 9mmol) fc<i:tf4 ~S/*?-)lT$ J tT U ^> ( 1 - 22g, 10. Ommol 

) SriDAfcSL MUX* l 6B||8ISt# bfc„ 
[0 0 6 5] 

. ^fi£<fctfp - h;i/^>^;b^>^l7K5FO^ (2 0 Omg) £y-fe b> (3 0 0 
ml) JC*«|U iST'6MI#lfe„ &JS?0[&Hc£EmH. 7fc£i:t>*x-^-;b 

^7i»f07h^77^- (^3f-9-> : »»X^;i/=3 : 1) T»JSU ft 
mfc&%3 (3. 97 g> 10. 2mmol) 
[0 0 6 6] 

113. 3- {4- CT-feh^r^- (2, 3, 4, 5 -5=- b ^ * b 3r 6 - 



&**;WmhV^fr (1. 7 0g, 7. 5 8 mmo 1) & T H F (150ml) 
KHSfllU ^T'TK^-ft^- b U A (3 0 3mg, 6 0%, 7. 5 8mmol) fcflD*! 

4 O^Plfe. fcj&mz. *#T, II2mft^« (2. 2 6g 
% 5. 8 2mmol) fflTHF (5 0ml) ?§?&&8gTU Ifit' 1 6TOI#bt„ 

3:1) T?*|»U mmit&m (2. 3 7 g, 5. l 7mmol) 
[0 0 6 7] 

XjiU. 3- [4 - (2, 3, 4, 5 --rb^* b3^>- 6-*^;i/^>^;i/ 

) 7i-il/] T » U^x^l/XT^^ 
h'Jlf;i/i/5> (7 2 0mg, 6. 2 1 mmol) J: b V V )\/* U % # >X;b 

fcym b u ^^;i/i/';;i/ (tm sot f ) ©^b^^-u> (250ml) ?g?£{c. 



^^jvy ^— ;i/) 7x- ;W y ^ u ;i/ggx^;i/x;^;i/ 



3 4 



ffSfEW ^ 1 1-303 





1 0 — 0 9 2 4 



Ii3T'#fcft^ll (2. 3 7g, 5. 1 7mmol) (5 0ml) ^ 

: 1) T?*MKU gfift^ft (1. 90g, 4. 7 4 mmol) 
[0 0 6 8] 

X3§5 . 3- [4- (2, 3, 4, 5 -^h^* h^r^~ 6-*rjV<y*?Jb 

Ii4-effcft#*l (1. 0 7 g, 2. 6 7mmol) £:n#7-;i/ (1 0 Oml) 
JC*#U 5% Pd-mm (2 0 0mg) &flD*.fc«L 2K*»iftT, SfiTl 6 

mg, 2. 2 7 mmol) 
[0 0 6 9] 

Xg6 . 3- [4- (2, 3, 4, 5 t> ^ ;* h*i/- 6-^fM>^ 

) 7x- ;i/] ^PhT^-^^g 

lS5^fcft#* (9 14ig, 2. 27mmol) £ % 2 ^fezKlfeft^- h U * A 
(3 0ml) fejctfl, 4 - 2/^-9- > (1 5ml) ©JS^aJCjgpjBL, 7 0 

»«ES*U, «Hfl^& (7 3 1 mg, l. 9 

5 mmol) £#& 0 
[0 0 7 0] 

JIM 7 . 3- (4- (5, 6 Hp*/- 3 1, 4-^>^^r7 

>- 2->f ;i/^^;i/) :7 m — ;iQ yatf^->^ 

IietjSfe^ft (1. OOg, 2. 67mmol) &7th-h'JA/ (3 0«1 
) ££t>*7K (10ml) ©«<&?RIC?88PU CAN (Igfiftflgn iz U AT^-f 
A) (2. 34g, 4. 2 7 mmol) ZiUitX. iST'3 0«#Lt t Rj&m 

) T?«f»U «Hfb^ft (6 6 2mg, l. 9 2mmol) £^fc e 

NMR (CDC 1 3 ) : 2. 09 (3H, s), 2. 62 (2H, t), 2. 

3 5 aifE#¥ 1 1-3033225 




89 (2H, t), 3. 80 (2H, s), 3. 99 (6H, s), 6. 9 5- 
7. 30 (4H, m) . EIMS (m/Z) : 34 4 (M) . 
[0 0 7 1] 

mmmz . 3- C4- (5, 6-^ b*-y-3- 1, 

; zs - 2-j -731— TZV)im<D&& 

XM1 . 3- [4- (2, 3, 4, 5 b^* h*is- 6 -^fM>S/Jl/ 

1 ©X^4 X'mt=.it^m ( 1. 35g, 3. 36mmol) 2 
0 fl^hUtfA**?!! (3 0ml) 4 (15ml) ©«^«tC 

ifAT'ttifsifc. m>MLt=.%t. *&w£u «jHft^«j (i. 

20g, 3. 2 3mmol) 
[0 0 7 2] 

112. 3- [4 - (5, 6 -S?* b^r->- 3 -**Jl- 1, 4-K>';3p; 

lil^fcft^ft (5 8 9*, 1. 5 8mmol) & x TiZ h — hV JV ( 3 0 ml 
) ( 1 0ml) OM&mzmffiL. CAN (l. 3 8g, 2. 5 2mmol) 

(5%*#y-;i/-&fl;*^^>) -eflMSU ffSfc-^ft (4 5 2mg. 
1 . 3 2mmol) 

NMR (CDC1 3 ) :2. 09 (3H, s), 3. 87 (2H, s), 4. 
00 (6H, s), 6. 39 (1H, d), 7. 22 (2H, d), 7. 47 ( 
2H, d) , 7. 73 (1H, d) . FABMS (m/z) : 34 3 (M+H) 

[0 0 7 3] 

mmm 3 . n- [3- [4 - (5, b^y- 3 1, 4 



ffiSE4f ¥ 1 1 - 3033225 



1 0-0 9 2 



iMlt*ffe3- [4- (5, 6 h*cis-3 -*^Jl- 1 , 4 - 

l/3f 7 y~ 2 ->f 7i- JV) zfu ttytft ( l 0 Omg % O. 29mmol 

) H^JVy^Vy (3 0nig, 0. 3 5 mmol) (D&ltX^l/y (10ml) ?§?£iC, 

i-:n^;i/-3- (3 -S/^^;i/T^ J -fu bf;i/) #;i/;tf2M ^ KiftRJft ( 8 4 

mg, 0. 4 4mmol) fciD*. ^ffiTf 3 B§r|8I«#bfc, U 2/ U 

^^l/fcM v%fe^jBE^9 nvf - (^\^p-9-> : ff^:r^;i/ = l : 2 

) T'3»^bfc 0 

^«(8 9ig, 0. 2 2 mmol, JfclfS 7 4 %) SSfigfii: bTfffe. 
[0 0 7 4] 
[ft3 2] 




NMR (CDCB) 2,08 (311, 8), 2.57 (2H, t), 2.93 <2H, t), 330-3.40 

(2Hm), 3.45-3.55 (2H, an), 335-3.65 (4H, m), 3.81 
(2H, s),3.98.(3H^), 3,99(313^), 7.10 (4H, s}. 

FABMS (jafz) 414CM+H) 

IR(KBr),cm-l 1646,1614 

m.p, CC) 65-67 

[0 0 7 5] 

mmm 4 . n- [3- u- (5, h3^>-3-*?-;i/-i, 4 - ^> 

y- 2 -^f;i/^^-;i/) 7x_ ;i/] ^pbf^-— ^^l/^D 

HJfcM 1 T*#fc 3 - [4- (5, 6 hdp*/-3 -%<5-fy- 1 , 4 - Ky 

\/3f J y- 2 — -fU \±*ym (2 7mg % 0. 0 7 8 mmol 
) t^n;i/Mxf^ (1 5mg, 0. 1 3 9 mmol) ©TH F ( 1 Oral) jgSfclC. 
- 1 OTCT- h 'Jlf^7 ^ y (1 4mg, 0. 1 3 9mmol) fc^T 3 0 ftmMW 
^rt^l^ U > (2 0mg, 0. 19 4mmol) &jJBjL % gffiT? 1 $IBI$g 

3 7 ffi!E#? 11-303 



4$3p x Q-0 9 2 4 



P>-^3l5 L ;i/X--^;i/^e>^^'fbL. (2 6mg, 0. 0 6 1mm 

[0 0 7 6] 
lit 3 3 ] 




NMR (CD03) 2.09 (3H, s), 235-Z65 (4H, m), 2.5? (2H, i), 2.91 (2H* 
t). 3.55-4.95 <2H,m), 3.8 J (2H, s), 3199 (6H,s), 7.12 
(4H,s). 

EIMS (m/z) 429 (M) 
IR (KBr), cni-1 1648 
m.p.('C) 65-67 



[0 0 7 7] 

mmMS&^tfG . N- [3- C4- (5, 6-$/'^ h^r->-3 1 

, 4 -^Ov^y >- 2 ->f;i/^^;b) 7 ji— ^ptf^-— ;i/] 

U^S-^-^PS/ F (HlfeW5) fc<fct>'N- [3- [4 
-(5, 6-5^ h^->- 3 1, 4-^>^;>-2 

MMffl4<Dik'&®l (2 0 0mg, 0. 4 7mmol) (D^t* U> (5 0ml) 
IC, m-# n;i/ji^A#®? (121u. 0. 70mniol) S:iDx.r> Mt5^i 

y*^A7^^07h^77^ - (5% MeOH-CH 2 Cl 2 ) T?»S8L 
. HJfsM 5 (Dit&m ( 6 0 m g> JRlp 2 8%) £ tfUJfcM 6 ©<ft#4fc ( 5 0 mg. 
i|Z^2 4%) 

3 8 JU8iE4f ¥• 1 1-303 





4$ Jp. 1 0 — 0 9 24 



[0 0 7 8] 

(mmm 5 ) 

[ft3 4] 




NMR (CDC13) 2.09 (3H, s), 2.10-2.20 (lH,m), 2.50.2.70 (4H, m), 2.70- 
2.85 (l&m), 2.85-3.00 (2H,m), 3;60-3.8O (2H,m), 3.80 
(2H, s), 3.98 (3H, s), 3.99 (3H^), 3.95-4.10 (lH^n), 
4.40-4.55 (1H, m),7.12 (4H, s). 

FABMS(m&) 446 (M+H) 

IR (KBr), cm-1 1668,1645,1608. 

m.p. (t:) 114-116 



[0 0 7 9] 

(mmw e ) 

UtS 5] 




NMR (CDC13) 2.10 (3H, s), 2.50-2/70 (4H*a). 2.85-3.00 (4H, m), 

3.70-3.90 (4H, m). 3,98 (3H. s>, 3.99 (3H^), 4.00-4.15 
(2Hjn), 7.00-7^20 (4H, q). 

FABMS (m/z) 462(M+H) 

IR (KBr), cm-1 1668, 1645, 1608. 

m.p. CC) 104-105 



[0 0 8 0] 

mmm 7-20 . 

*»j3©^ic^dt, mmm 7 - 2 o&fc&vuz&f&vfc. 
(mmm 1 ) 

N- [3 - [4 - (5, 6 -V% h**/- 3 1 , 4-/<>l/^r^>- 



3 9 



ffiH^ 1 1-3033225 




2-^f;u*^;i/) 7jc— ;b) -yuifX-M vivify 

'HJfiftl 1 T*mt~ 3 - [4- (5, 6 h^P*/- 3 1 , 4-/<> 

-y^y >- 2 ->f y^—)V) Zfu\f7i-ym (2 0 Omg, 0. 5 8mmol 

) t^'J^> (6 4mg, 0. 7 5mmol) ^fcffi&HJSiM 3 £ IrI^IIC l/T|g 
MitS®!} (1 1 8«g, 0. 7 9mmol, JR^5 0%) 

[0 0 8 1 ] 
[ft 3 6 ] 




MMR (CDC13) 1^52 (6H, m), 2.07 (3H, s), 2.56 (2H, in), 2.91 <2H, m), 
332 (2H, m), 354 (2H, m), 3,80 (2H,s). 3.98 (3H, s), 
3.99 (3H,s), 7.10 (4H,m). 

FABMS (ra/z) . 412<M+H) 

IR (KBr), cm-1 2936* 1642, 1611, 1443, 1265. 

m;p. 'CO fMfc* 

[0 0 8 2] 

N- [3- [4- (5, 6 h^r->- 3 1 , 4 =fr y > - 

2 ->f 7:n—;i/i ynbf^-— M *j*3-n*7$.y 

HJfcMl T*#fc3 - [4- (5, 6 -V* h^PS/- 3 1 , 4-^> 
*J*r jy-2-4 flrm-fl/) 7i-Jb) ^nW>i (2 0 0mg, 0. 5 8mmol 
) t^f;i/75>M (62mg, 0. 75mmol) <fc l>* h U ^ > ( 

7 6mg, 0. 7 5mmol) V^feflStt||J6M3 fcH«JC LTMft^ft ( 3 8mg 

,0.1 OmmoU JR^l 8%) 
[0 0 8 3] 



4 0 



aill#¥ 11-3033225 





# ¥ 10—0924 



Ht3 7] 




NMR(CDC13) 



FABMS (m/z) 
IR (KBr), ctn-1 
m.p, (*C) 



2.0? (3H, s), 2,57 (2H, m), 2.91 (2H, in), 2.92 (3H, s), 
2.94 (3H, s), 3.81 (2H. s), 3.98 (3H,s), 3.99 (3H. s), 
7-10 (4H,m). • 
372 (M+H) ' 

2943, 1657, 1651, 1644, 1266, 



[0 0 8 4] 

N- C3- [4- (5, 6 h3r>>- 3 1 , 4-^>y=fr7>- 



mmmix*m~3- [4- 

) t^r y ^ntr^i/T^ > (4 

\ZVXW,mt^m (4 6mg. 
[0 0 8 5] 
[ft 3 8] 



(5, 6 -V* 3 1 

>^ac^;i/] ^Dbf^->^e (2 0 0mg % o 
4ng, 0. 7 5mmol) ^m^^f=.i&itM 
0. 1 2«mol, JRJf§2 1%) 



4 

5 8 mmol 

3 tmm 




NMR (CDC13) 1.06 (6H, d), 2.07 (3H, s). 237 (2H* m), 2,90 (2H, m), 
3.80 (2H,s), 3.98 <3H, s), 3.99 (3H, s), 4.00 (1H, m), 
5;05 (IHi br), 7,09 (4H, s). 

FABMS(m/z) 386 (M+#) 

IR (KBr), cm-1 3306, 1637, 1612, 1543, 1261. 

m.p. OC) 114-116 



[0 0 8 6] 



1 1-3033225 




immm 1 o ) 

N — [3- [4- (5, 6 -i/* h*ri/- 3 1 , 4 -KyV*r J y- 

iIMlT#fc3- (4- (5, Q-$* h*is~ 3 1, 4 -'<> 
y^py >- 2 ->f 7i-;b) ^Dbft>i (2 0 0rag, 0. 5 8mmol 
) y -;i/T^ > (4 7 nig, 0. 7 5mmol) & J§ fcfffittHiSM 3 £ l^fiUC 

LXmm^m (6 5mg, 0. l 8mmoU JR^2 9%) 
[0 0 8 7] 




NMR (CDC13) 2.08 (3H, s), 2,45 (2H, m), 2.92 (2H, in), 3-33 (2H, in), 
3.59 (2H, m), 3.80 <2H, s), 3.98 <6H,$), 5.67 (1H, br ), 
7.10 (4H,m). 

FABMS (m/z) 388 (M+H) 

IR (KBr), cro-I 3297,2943, 1645, 1612, 1265. 

m.p. (*C) 97-98 

[0 0 8 8] 

(mmm id 

N-[3-[4-(5, 6 - i/* h*ris- 3 1 , 4 
HJfcMl T*#fc3 - [4- (5, 6 h*ci/- 3 1, 4-'<> 

v^y >- 2 ->r;i/^^;i/) 7i-;v) yaw>i (200^ 0. 58mmoi 

) £s<>i/?\sT (8 0mg, 0. 7 5mmol) £M V% feftSteHifeM 3 £; IH^lC b 

TWH-ft^W ( 3 3 mg % 0. 0 8mmol, JR^ 1 3 %) £f#fc„ 
[0 0 8 9] 



4 2 



ffi§E$#¥ 11-3033225 



1 0-0 9 24 34 



Hfc4 0] 




NMR(CDCI3) 2.06 (3H, s), 2.47 (2H, m), 2.94 <2H, m), 3.80 (2H, s). 

3.98 (6H, s), 4.40 (2H, d, J=5.7 Hz), 5^5 <1H, br) t 7.08 
(4H, s), 7.17 (2H, m), 7.28 (3H, m). 
FABMS (va/z) 434 (M+H) 

IR(KBT),cm-l 3279, 1638, 1612, 1263. 
m.p. (C) 119-121 

[0 0 9 0] 

N- [3- [4- (5, 6 — V* h^ris- 3 1 , 4 -*<Z/*J*? J 2/ - 

HifeMl-e#fe3 - C4 - (5, 6 -^^ h^ri/- 3 1 , 4-^> 
*J*r J y- 2-4 JV*?-;]/) 7ac— ^/] ^n^>® (2 0 0ag, 0. 5 8mmol 
) t.7x*W5> (9 1mg, 0. 7 5mmol) £M V^ fcffittl&fifeftl 3 £ |H#{C 
LT«UH^4fc (6.1«g. 0. 14mmol % JfcSjg 2 4 %) 
[0 0 9 1] 
[ft 4 1] 




NMR (CDCB) 2.06 (3H, s), 2 f 37 (2H, m), 2.72 (2H, m), 2.88 (2H, m), 
3.47 (2H, m), 3.80 (2H, s), 3.96 (3H,s), 3.97 (3H, s), 
5.27 (1H, br), 7.08 (6H, m), 7.20-7.29 (3H, m). 

FABMS (mfc) 448 (M+H) 

IR (KBr), cm-1 3294, 1640, 1614, 1263. 
m.p, CC) 118-119 



ffi$E#¥ 1 1-3033225 



10—092 



[0 0 9 2] 

(mmm 1 3 ) 

N- C 3 - [4- (5, 6 -V* h=3p^~ 3 -^m- 1 , 4-K>!/apy>- 

2 ->r;i/^5 1 ;i/) 7x— ;iQ 7^';a^f;i/) =E)V7*v> 

H56M2T*#fc3- [4- (5, 6 -i?* h*ris- 3 1, 4 - 

ydpy >- 2 --f 7ii;i/) 7£U;b& (2 0 0mg, 0. 5 8mmol) 

t^EJhyylt U > (6 5mg, 0. 75mmol) &ffiVNfcfffi«mSM 3 £ fttttC Ltf 
Mlt^ 1 ®) (1 0 2mg, 0. 2 5mmol, Jfc§£4 3%) £?#£ 0 
[0 0 9 3] 
[ft 4 2] 




NMR (CDCB) 2i)8 (3H, s), 3.17 (8H, m), 3.85 <2H, s), 3.99 <6H, s>, 
6.77 (1H, d, J=15.4 Hz), 7.18 (2H, m), 7.41 (2H^n), 
7.64(lH,d*J=15.4Hz). 

FABMS (m/z) 412 (M+H) 

IR (KBr), cm- 1 2950, 2848, 1647, 1612, 1434. 1270. 
m.p. 124-125. 

[0 0 9 4] 

(mmm 14) 

N- [3- [4- (5, 6-£>'* h^r->-3-^^-;i/- 1, 4-K>l/3r7>- 

H£6#I2 T-**£ 3 - C4- (5, 6 h^fS/- 3 1 , 4-Ky 
\T*r; >- 2 -A Jlst^Jl) -7 3l—)\j1 7?V)lM (2 0 0«ig, 0. 5 8mmol) 
t3-**JV7* U > (7 7mg, 0. 7 5mmol) £ fl§ V^fetefilSJifiW 3 £ |H*&Hc L 
tfilffifl^ft (14 0mg, 0. 3 3mmol, JR2*S 5 6 %) £#fc 0 
[0 0 9 5] 



ffilE#¥ 1 1-303 




#5p i 0 — 0 9 2 41/1 




Ut4 3] 





[0 0 9 6] 
(M15) 

N- [3- [4 - (5, 6 -if* b*ri/- 3 l , 4 -^y^^-j y- 

»j2T*ffe3- [4- (5, 6 h3f £/- 3 1, 4-^> 

>- 2 7i-^/] (2 0 0«g, 0. 5 8mmol) 

£tf^U^> (65mg, 0. 7 6mmol) &MV^ft&tt2£86M 3 £ HU^HlC Lt^I 

(12 9k, 0. 3 2mmoU Jfcs£ 5 4 %) 
[0 0 9 7] 



4 5 
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10—092 



[<t4 4] 




NMR (CDCJ3) 150-1.75 (6H> m), 2.08 <3H, s). 3.45-3.75 (4H, m), 3.85 
(2H, s). 3.99 (6H, s), 6.84 (1H, d, J=15.4 Hz), 7.17 (2H, 

d, ). 3.99 (6H, «X 6.84 (IH, d, J=15:4 Hz), 7.17 (2H, d, 
J=8.17), 7v41 (2H, d, Js8.l-.Hz), 759 (1H, d, J= 15.4 
• • • Hz). 

FABMS (m/z) 410(M+H) 

IR(KBr)»cro-l 1669,1646,1604. 

ni p. CC ) 162-163 



[0 0 9 8] 

(mmm 1 6 ) 

N — [3- [4- (5, 6-;^* h^r->- 3 1 , 4-Ky\T^-jy- 

2 - ^ * )v) 7x-;i/).7^';n>f;v) i/*?-;vT ^y 

mMM2T*mt~3 - C4- (5, 6-i?*h*ris-3-*nis- 1, 4 -s<y 
>- 2 -^f;i/^^;i/) ^m^;!/] T^U;i/^E (2 0 0ig, 0. 5 8mmol) 
i:^^f^7 5 (6 1mg, 0. 7 5mmol) i3 J:t>* h U Xfjb7^ > (7 

6mg, 0. 7 5mmmol)$:ffiV^^fifii^JgM3 £: B«»C LTSfifl;^* (2 3 mg, 
0. 0 6mmol % JR^I 1 %) $r^fc„ 
[0 0 9 9] 



ffifE#¥ 1 1-3033225 



[ft 4 5] 




NMR <CDC13) 2.08 (3H, s), 3.06 (3H, s), 3.15 (3H, s), 3-85 (2H, s), 
3.99 <6H, s), 6 .38 (1H, d, J=15.4 Hz), 7.1 8 (2H, d, 
J=8.1 Hz), 7.42 <2H, d,.J=8.1 Hz), 7.61 (1H, d, J=\5A 
Hz). 

FABMS (m/z) 370 (M+H) 

IR (KBr), cm-1 2944,1650,1607,1265. 

m.p. (t:) 93-94 



[0 10 0] 

N- C3 - [4- (5, h*i/-3 1, 4-K>^/»;>- 

^2T*#fc3- [4- (5, 6 ->^^ h3r$x- 3 1 , 4-K> 
>- 2 T^'JAi (2 0 0^ O. 5 8mmol) 
V^D tT;bT^ > (4 4 mg, 0. 7 5mmol) fefl9V^feffittHJ6«3 £IH«I{C 
LX&mit&m (4 8mg % 0. 13mmol % ft$2 2%) £#fc„ 
[0101] 



ffi§E4# ¥ 1 1-303 





10—092 



[ft 4 6] 




NMR (CDC13) 1.22 (6H, d, J=6.5 Hz), 2.08 (3H, s), 3.85 (2H, s), 3.99 
(6H, s), 4.21 (1H, m). 5 35 (1H, br d), 6.28 (1H, d, 
J=15.6 Hz), 7.17 (2H, m ). 7.39 (2H, m), 7,55 (1H, d, 
J=15.6Hz). 

FABMS (m/z) 384 (M+H) 

IR (KBr), cro-1 3292, 2977, 1653, 1618, 1544, 1263. 
m.p. (V) 118-119 



[0 10 2] 

immm 1 s ) 

N- [3- [4- (5, 6-^'^ 1, 4 - ^<> */3r > - , 

HifeM2T*^fc3- [4- (5, 6 h3f £/- 3 1 , 4-^> 

y^py >- 2 ->f 7x-;i/) r^u;i/®? (2 0 0«g, o. 5 8mmoi) 

£31$ S -JIT $y (4 6mg, 0. 7 5mmol) £EV%fcffite||J6#H 3 £ HtfSJC b 
T«fflft-£4fc (14mg, 0. 0 4mmoU J|X^6%) &#fe„ 
[0 10 3] 



4 8 



ffiK#f 11-3033225 




NMR (CD03) Z08 <3H, s), 2.51 <1H, hr), 3.55 (2H, m), 3.80 (2H, m), 
3;85 (2H, s), 3.98 (6H, s), 6.02 (1H, br% 636 (1H, d, 
J=15.6 Hz), 7.18 (2H, d, J=8.0 Hz), 7-40 (2H, d, J=8.1 
Hz), 7.59 (2H, d, J=15.6 Hz). 

FABMS(m/z) 386 (M+H) 

IR (KBr), cm-1 3275, 2940, 1656, 1611, 1267. 

m.p. (*C) 114^115 



[0104] 

(Hiii9) 

N — [ 3 - (4- (5, 6 -is* h*is- 3 1 , 4 - ^> !/3r 7 > - 

mmm2T*mr=.3 - C4- (5, 6-^* h^>-3 1, 4 

y^P/>-2 f;i/^5^;i/) ;i/) (2 0 0mg, 0. 58mmol) 

il^>S/>7^> (8 0mg, 0. 7 5mmol) £M ^fcffi&II^M 3 £ |Bp8ttC bT 

ISft^t (10 4«g, 0. 2 4mmoU JR^4 2 %) £#fc 0 
[0 10 5] 



4 9 
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1 0 — 092 



[ft 4 8] 




NMR(CDC13) 



FABMS (m/z) 
IR (KBr), cm-1 
m.p. ("C) . 



2.08 (3H, s), 3.85 (2H, s). 3.99 (6H, s), 4.57 <2H, d, 
J=5.7 Hz), 5.82 Gam). 6.34 (1H. d, J=15:6 Hz), 7.17 
(2H, m), 7.28-736 (5H, m), 739 (2H, m), 7.62 (1H, d, 
J=15.6 Hz). ■ 
432 (M+H) 

3426,3064,2923,1654,1612,1266. 
124-125 



[0 10 6] 
(£«S« 2 0 ) 

N- [3- [4- (5, 6 -S?* b*rZ/- 3 1 , 4 ->Q >- 

^iSM2T*#fe3 - C4 - (5, 6 h=^>- 3 — j< ^>^l/— 1 , 4 -'O 
y^r/ >- 2 7x-;i/] 7^'J;i/i (2 0 0mg, 0. 5 8mmol) 
^7x^f;i/75> (9 lug, 0. 7 5mmol) feffl^fefffiJi^Jfifll 3 £ l^tfcJC L 
T^Mft-^% (17 0mg % 0. 3 8mmol, JR^6 5%) £#fc„ 
[0107] 



5 0 



ajfE4#¥- 11-3033225 




NMR (CDC13) 2.08 <3H, s), 2.88 (2H, m), 3.65 (2H, m), 3.84 (2H, s), 
3.99 (6H, s), 5.54 (lH. br), 6.25 (2H,d. J=15.6 Hz), 7.16 
(2R m), 7.22 (3H, m), 7.32 (2H, m), 738 (2H, m). 7.55 
(2H, d, Jrl5.6 Hz). 

FABMS (m/z) 446<M+H) 
0 IR (KBr). cm-1 3297,1651,1615,1264. 

m.p. CC) 141-142 

[0 10 8] 

h^tCiot, hiNOSie?®5' - 7 ^ > 3r > UE^BB 

*&*<Z>J:$fL 13 1 9 7 (-131 # 9 7 #) ; @B#J## : 1 ] K 

#^Ef€>NF- /cB^fBjrj HE^W&j&©Jt«6 1 1 5£3£~.l 0 (- 1 

1 5f 10 6#) % m?m^ : 1 iCfctt-S 17t (G) ~2 6S (C) ] IC 

^ [0109] 

. ^1/^7 b^tt #U#! (IB#|##: 1) ^^^-XD IG) ft L 
, ATCC (CCL185) fre>A#UfcA 5 4 9 jlHlia^&ttffi Lfc^M^-f 
>3fa./<-hU 7. 5 7 2V )V7 FtfA/'ttKi^T 4 °C •eiE^CQcgfr^-^ 

riiiCfcoT^ofc. ttJ»©«M^ttlWlfiS:^]W»35i;e>tftc I L- 1 /3 

(lng/ml) fe«t^CM (t M L - 1 )3 ( 1 ng/ml) +bMFN- r (10 
OOU/ml) +H h T N F — a (5 0 0ng/ml) ) 7? 4 B#ra$IJ$[ LfciWjlSS: S/a. 
9>f/t — (Auphan, N. , DiDonato, J. A., Rosette, C. , Helmberg, A. 

and Karin, M. (1995) Science 270, 286-290 ) tiffilfc. ^M.tkmomfo-o 

i G888»#i;#"eD i G^fbstifeDNASrtfem-rs. 

5 1 ffi$E#¥ 11-3033225 




[0 110] 

mi fc^s^ifetct'&s^ ^mn\zmmm^(o a 5 4 9mm 

I L— 1 )S'^CMf!Ii[(C«};oT^V^!lO^'pSSS (B) Z> J: 5 iZteZ 

ZL&mmZkmz&^T. *««4T»ff&*lfcft#« (2 Omicro g /ml) £g& 
ifDUTS< CM.(Dffl%&lZ iSA 5 4 9ifflflS<Z)N F- k B ©?Sffift#ffll1GJS*l 
Tv*5£fc#t|l!e>**i:&ofc (02) 0 
[01113 

gOftffl 2 . N F — a: B^@g^!JtCj:oT0J^gEtlTV>g>;b^^3:^-if^'^^ 
SF(pNF«B-Luc t h^ff >j±. ^Rffl) ££/fe^A 
bfebl hJ^jgESjfrSMifflfl&A 5 4 9 (A 5 4 9/NF- k B Lu c) 

A54 9gjiajC'j3if7x^ h7^> (^:7-^y 'J:r>#;i4±, jKjsO & 
S^T, pNF /cB-Lu p SV2 ne o (tru-l^rv ?$±^ *H) £ 
I£CSSiK:6£^b^>;*:7aL# $/3>U G4 l 8«egft% (lmg/ml, ^-f 7f 
y^t'Jl^^M) ^ifCtttSIfct'pNF ic B-Lu c#£5£*iA£ 
tlfc«A54 9/NF-KBLucSI^Lfc„ 
[0 112] 

A 5 4 9 /N F-/cBLuc£lL-lj8=fe>L< ttTNF - ctT'4 BSISNfttift b 

T^Z)\sis7^-T£<D&&ZWm?%^}lftVmT°Zt=. (S3) . IC 
5 0<B£HI6M7&tf9 £%>JC*1 JCzRLfeo 

[0113] 



5 2 



ffJSE4t¥ 11-3033225 




mi] 

m i 





IC50(micro g/i 
IL-lM* 


il) 

THFM* 




10 


6 




6 


5 


mmm 9 


4 


3.5 



[0 114] 

MMMJL- UsK»» (LPS) $!|jgj{Cj:^NOfej:iyTNF-ttg^A®^§ 

7?n77-S?fi*RAW2 6 4. 7$OS (ATCC, TIB-71) frb&ftl 

ofe (B4A) . 
[0 115] 

*HMMT*tizit-r«k ? TNF-aliLPSillCj:oTNF-/cB 

(iLPST'4HM5:LfcRAW2 6 4. 7 «Blfi^e>»«IStlT < « TN F - 
a<Djg££t^M1-£3£#;bfrofc (04 B) „ 

I C 5 0m&MfcW7%.Xf 9 £.%K.NOM&* TNF-al 

[0 116] 



5 3 
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4#¥ 10-092 



[*2] 



m 2 





IC50(micro g/i 


»1) 

TNF#J& 




10 


10 




4 


10 


9 


2. 5 


3.5 



[0117] 

$ h\Z.Z.frh<D$VU(D*i]-XU\-S.^ RAW2 64. 7 blf&ffi UfemR 

NAM^-^i^^-t'lTO (RT-PCR) raffitfei:^5 
i N O S £<fc ^ T N F - a (DMte^ftm W<)VX(DnfflX$> Z> Z. il #fitlg£ tltc 

(H5) . 

[0 118] 

*$&mizfrfr&'it'&m&. nk- ic B^tstt-ffcstiso&ar'ftj-rsi tttxg 

<^mmm^t7>( jvT.ommizmm-t^mic^-t^mmis^mmmiivx 
m$bx$>z>. ^mmoNF- KBmmmt. Aflwct*, no^tnf 



ffifE#¥ 1 1-3033225 





#3£ 1 0 — 0 9 2 4 



[0 119] 

wmtt i 

wmn-sk-z : 3 5 
mmom mm 

wzmnwm : me>&m (^dn a) 

AACTGTACAC AAGCTGGGGA CACTCCCTTT GGAAA 35 



ffil£#¥ 11-3033225 




1/->4M5; IL-U 4l©raJW», 1/->6M7 ;CM 4 
l$OTJ8fc©ti-££^-ro U->3, 5W7tt2 0^»DIG-f ree^ 

[02] 

fto i/Z7hry±>ilZ^V Mte& 4 T*# £ *l fc-ffc^fe*« CMMftffl N F - k 
[03] 

A 5 4 9 /NF- kBLucHL-1 Xtt T N F X^MWi L tcM^O^UM^ 4 
Ls 1 ISfflfglC I L- lXteTN FT? 4 «rlS*!I»«l© * -Jte^OfSttS: 

[04] 

7^^7?D77-^«RAW2 6 4. 7 £M<^T L P SMCNO^T 

n f ©g£ tc*f -r s ussM 4 r*» fb nfe it&miz j: 5 i&b & as*r err? * * ■. 
ms«4 ^»e>*ifcfb^ws: l p sm i i$isjt&fc:**re*ic«&in u mm 2 

(b) fescue Lfciemsravr. 

5 6 ttJSiE^ 5 ^ 11-3033225 



#3* 1 0 — 0 9 2 4TTU 



[H5] 

RAW 2 6 4. 7MMKi$V12> i NOSMTNF- a©mRNA|©|?t^ 

L P SJRHR6 B$mm<DMffifo i NO S mRNAl/^WTNF m 
RNAl//<;i/5:igL^^t. 

Btt, H»J4 (2 0/ag/il) &LP SJfcl»l B£WfirlCJ& 

#?StftC»b, #Jifc6H#r^©*fflJBSl*Ii NO S mRNAl/K;i/^TNF 
mRNAI/^l/«im^to 



11-303 




[02] 

2 basal CM 




■■©""■NF-kB 



1 1-3 0 3 3 2 2 5 



4$ 3{Z 1 0-0 9 2 4 



[S3] 




IL-1P 

— r 1 1 1 

0 5 10 15 20 25 



(ng/ml) 




B 



TNF-a 



0 5 10 15 20 25 

)M£z. (ng/ml) 



2 
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20 

0 10 20 30 

( *ig/ml) 
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ij^ip 10 — 092 



m 



mm] 



[M&^mi -jR* (I) (3£#, r x , R 2 ££tfR 3 tt#*|gifiK:, H, 
sK*5/;i/; ZtesS (A) T*^£*l; n It 0 ~ 3 ) -e3lfc>2*l£'<> >f£^£ 



o 




o 




CH-CH- 



l 



ffifE#¥ i 1-303 




[#fF£MA] 
[»JBtf#^3 

[ftSA] 



000001904 

*»A 

100077517 

Whtb 5#1 # j^ypg3 7^if 

*8SA 

100087871 

SCMfP^tEJE^FgHTe 5#1# ^yR3 75^tf 
St 

#»A 

100088269 

JK£fM£ErtyP9 = Te 5#1 # ^^Pl3 7^lf 

75 m mm 

*»A 
100082898 

IS ill 8H6 



miiE#¥ 11-3033225 



• 



m ¥ 10—092 




m m a 



ftS'J## [000001904] 
1. JOMfUIB 1 9 9 0^ 8^130 

ft ffi ^I^IWIflS 2TBlf40f 



1 
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